appropriate, are all factors that will not
only improve outcomes for patients but
also enhance job satisfaction for the
health professionals who deliver the care.

Now that responsibility for OOH care in
the UK resides with primary care trusts,
there are new and improved opportunities
for better provision of safe and effective
OOH care for patients and health
professionals alike. OOH care that
mitigates both clinical and personal risks
as far as possible is best achieved with a
well-structured, well-supported, and
adequately resourced approach to acute
primary medical care.

Susan Pullon,
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The contraceptive revolution:
some excellent progress but work still to be done

By 1960 the world’s population had grown
to around 3 billion people, having taken
just 33 years to increase from 2 billion.’
Although many agreed that growth rates
needed to fall, couples at the time had
few reversible contraceptive choices:
mainly barrier methods, spermicides, and
a few plastic-only and metal-based
intrauterine devices (IUDs). Many relied on
‘withdrawal’. This was soon to change
dramatically because during the 1950s
scientists had patented two synthetic
progestogens, norethisterone and
norethynodrel.? Clinical studies showed
that these hormones inhibited ovulation,
although some accompanying oestrogen
(initially mestranol, now ethinylestradiol)
was needed for acceptable breakthrough
bleeding and pregnancy rates. The first
combined oral contraceptive was
marketed in the US in 1960, and in the UK
the following year. Many women
enthusiastically embraced ‘the pill’; for
some because it separated contraception
from the act of intercourse and for others

because it could be used without their
partner’s knowledge. Early on, however,
concerns were expressed about the
method’s carcinogenic potential, and
about reports of associated venous
thromboembolic and other cardiovascular
events.? Furthermore, the unfolding
thalidomide tragedy of the early 1960s
provided a powerful reminder of the
epidemiological truth that when millions of
people use a medicinal product small
increases in risk still result in many people
affected.

Oral contraception is now one of the
most scrutinised medicinal products on
the market. Two British investigations that
celebrated their 40th anniversaries in
2008 have been major contributors to the
evidence base for current clinical
practice. Both illustrate the enormous
research opportunity of NHS clinical
records. The Oxford/Family Planning
Association (Oxford/FPA) Study began in
1968, when 17 family planning clinics in
England and Scotland started recruiting

17 000 white, married women using oral
contraception, the IUD or the diaphragm.?
The Royal College of General
Practitioners’ (RCGP) Oral Contraception
Study started at the same time, with 1400
GPs throughout the UK recruiting 47 000
mainly white, married (or living as married)
women, half of whom were using oral
contraception. Both studies have
followed up their cohorts through a
mixture of clinic or practice reports,
personal contact, and the cancer and
death notification services of the NHS
Central Registries. Each study has
provided, in different ways, key insights
into the effects of different
contraceptives; as well as novel
information about other women’s health
issues. For example, the RCGP study was
the first to show that the risk of
cardiovascular disease is much higher in
pill users who smoke,® especially among
older women, and that the risk of
hypertension and arterial disease is
related to the combined pill’s progestogen
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content.® The Oxford/FPA study assessed
the effectiveness, safety, and return to
fertility after stopping different methods.
Long-term mortality** and cancer”® results
from both studies have been reassuring.

There have been many changes to the
combined contraceptive pill’s
composition over the vyears, including
reductions in its hormonal content (one
daily pill used in the 1960s is equivalent to
a week’s worth now), and the introduction
of new progestogens and novel ways of
use. Some of the developments have
been aimed at reducing the
cardiovascular risks associated with
combined oral contraception. Although
statistical differences in the
cardiovascular risk of various formulations
have emerged, most notoriously with
respect to venous thromboembolism,® the
differences are of limited clinical
significance, partly because the
background risk of disease is low.
Furthermore, the arterial risks of
myocardial infarction and stroke can be
reduced, if not removed entirely, by the
careful selection and monitoring of users,
principally with respect to personal and
family history of traditional cardiovascular
risk factors such as smoking, obesity, and
raised blood pressure.™

We now have a clearer picture of the
cancer risks associated with combined
oral contraception. Compared with non-
users, current users have an increased
risk of being diagnosed with breast,"
cervical,” or hepatocellular cancer.”™
Hepatocellular cancer is rare in developed
countries. The breast and cervical cancer

risks decline after stopping oral
contraception, returning to that of non-
users  within about 10 years.

Conversely, combined oral contraceptive
users have a reduced risk of
endometrial,” ovarian," and colorectal
cancer.” The ovarian and endometrial
benefits appear to persist for many years
after stopping oral contraception, perhaps
more than 15 years.”®™ Limited evidence
suggests that today’s lower oestrogen
dose formulations provide similar
protection against endometrial and
ovarian cancer as older, higher-dose
preparations.™'® At least within the RCGP
cohort, the long-term cancer benefits
appear to counterbalance the short-term

harmful ones; indeed there may even be a
net public health gain.® Collectively, the
research shows that benefits of oral
contraception use outweigh risks, when
provided appropriately. Importantly,
prolonged use of oral contraception does
not appear to reduce future fertility."”

Contraceptive developments over the
past 50 years have not been confined to
changes in the combined contraceptive
pill. Manufacturers have introduced, and
then continuously refined, a range of
progestogen-only  products,  which
provide the hormone orally, by injection,
intrauterine system (IUS), or within
implantable subdermal rods. Transdermal
patches, monthly injections and hormone-
releasing vaginal rings delivering
combinations  of  oestrogen and
progestogen have also been produced.
Plastic IUDs were introduced in the
1960s, to be followed by fixed copper,
levonorgestrel-releasing, and frameless
copper devices. Barrier contraceptives
have evolved with the introduction of
polyurethane male and female condoms,
and silicone diaphragms. Natural family
planning methods have expanded with
the development of the Billings (cervical
mucus change) method and devices to
assist couples following the symptom-
thermal approach. Women requiring
emergency contraception can now chose
between a single-dose levonorgestrel pill
(available in the UK from community
pharmacies without prescription) and the
post-coital insertion of a copper
intrauterine device.

Current research is likely to expand the
range of options further, perhaps through
the development of gonadotrophin-
releasing hormone antagonists, anti-
progesterones, contraceptive vaccines,
and male hormonal contraception. It is
important to have a range of efficacious,
safe, and cost-effective methods as
women and men have different
contraceptive needs at different stages of
their reproductive lives. Excellent
technologies, however, are worthless if
they cannot be accessed, or are used
poorly. Concerns about the safety of
different contraceptives have sometimes
created medical barriers to the provision
of contraception,”™ a problem not helped
by media scares. In an effort to redress

the balance, in 1994 the World Health
Organization published Improving Access
to Quality Care in Family Planning:
Medical Eligibility Criteria for
Contraceptive Use,” a comprehensive
assessment of who can safely use
different contraceptives. This was
followed in 2002 by Selected Practice
Recommendations for Contraceptive
Use,® which provided guidance on the
safe and effective use of different
contraceptives. Both documents have
been updated several times, using an
increasingly evidence-based approach.
Many countries, including the UK,*' have
adapted the documents for their local
circumstances. This work complements
other evidence-based practice initiatives,
including that of the Fertility Regulation

Group within the Cochrane
Collaboration.?
The world’s population is now

approaching 7 billion, with the 2050 level
projected to be 9.5 billion." This massive
population growth is already putting
unsustainable strains on global land,
water, energy, and food resources.
Although all parts of the world have seen
a huge increase in contraceptive usage, at
least 200 million women still currently lack
access to modern contraceptives. The
level of unmet need varies considerably in
different parts of the world.?®* Of the
205 million pregnancies occurring
annually around the world, approximately
42 million are aborted, often in unsafe
circumstances and often with fatal results
or resultant disability.* And an
unacceptably  high  proportion  of
pregnancies that continue end with the
death of either the mother or child (or
both), or produce long-term serious
morbidity. An estimated additional annual
global investment of roughly £2 billion
(2003 costs) would meet current unmet
contraceptive needs, and so prevent
23 million  unplanned  pregnancies,
22 million induced abortions, 1.4 million
infant deaths, 142 000 pregnancy-related
deaths, and 27 million disability-adjusted
life years among women or their
offspring.?®

Back home, the UK continues to have
some of the highest teenage pregnancy
and abortion rates in Western Europe.
There is clearly still considerable need to
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improve access to good contraceptive
services and improve uptake and use of
contraceptive methods by both women
and men. The contraceptive revolution of
the past 50 years has resulted in some
excellent progress in the provision of a
wide range of safe contraceptives. More
work is needed though, before its full
potential is realised.
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